Supplementary methods

Gene expression array assays
Two hundred nanograms of total RNA from each sample were used to generate amplified and biotinylated sense-strand cDNA from the entire expressed genome according to the GeneChip WT PLUS Reagent Kit User Manual (P/N 703174, Affymetrix Inc., Santa Clara, CA). The GeneChip® Human Gene 1.0 ST Arrays were hybridized for 16 hours in a 45°C incubator (Affymetrix GeneChipHybridization Oven 640), rotated at 60 rpm. After hybridization, the microarrays were washed and stained using the Fluidics Station 450 followed by scanning with the Affymetrix GeneChip Scanner 3000 7G according to manufacturer's instructions. The raw data were normalized with the free software Expression Console 1.4 provided by Affymetrix using the quantile normalization of robust multiarray average (RMA) method. The GeneChip® Human Gene 1.0 ST Array analysis was conducted by CapitalBio Technology (Beijing, China).
Cell proliferation assay
For cell proliferation assay, cells were cultured overnight in serum-free RPMI 1640 medium. The medium was then replaced with RPMI 1640 supplemented with 10% fetal bovine serum (FBS). At different time points after incubation (1, 2, 3, or 4 days), CCK8 solution was added to each well and incubated at 37°C for 1 h. The absorbance was read at 450 nm using a plate reader. All the experiments were repeated three to five times and the average is shown.
Cell cycle analysis by flow cytometry
Flow cytometry was used to analyze cell cycle distribution. After overnight culture in serum-free medium, the cells were cultured in full medium containing 10% FBS with or without cisplatin for the times as indicated in figure legend. Cells were then trypsinized, washed twice with PBS and fixed in 70% ethanol on ice for 30 min.
The fixed cells were stained with far-red fluorescent DNA dye DRAQ5™, 1, 5-bis{ [ 2-( di-methylamino) ethyl] amino}-4, 8-dihydroxyanthracene-9, 10-dione at room temperature for 30 min. The stained cells were analyzed with the FL4 channel (675 nm) using a FAScan flow cytometer (Beckman coulter Cytomics FC 500 flow cytometer). The percentages of cells in the G0/G1, S, and G2/M phases of cell cycle were determined by DNA content.
Fluorescence Microscopy
H4 knockdown cells (A549-KD 1#) were transfected overnight with pR3RED along with pcDNA, or RIP1-, cIAP1-or XIAP-expression plasmids using X-tremeGENE HP DNA Transfection Reagent (Roche, Mannheim, Germany). Forty-eight hours after transfection, the cells were treated with cisplatin for another 48 h. Images were captured under an Olympus CX31 microscope and an Olympus DP72 camera with Instudio software. The representative images of three experiments were shown. The percentage of survival fluorescent cells was calculated. 
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Supplemental figures with legends
Fig . S1 . Cell proliferation was measured by using a CCK-8 kit. A549 NC cells and H4 KD cell clones (H4 KD 1# and KD 2#) were cultured overnight in serum-free RPMI 1640 medium. The medium was then replaced with RPMI 1640 supplemented with 10% fetal bovine serum. At different time points after incubation (1, 2, 3, or 4 days), CCK8 solution was added to each well and incubated at 37°C for 1 h. The absorbance was then read at 450 nm using a plate reader. All the experiments were repeated three to five times and the average is shown. 
